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THE ASSISTANT SECRETARY OF DEFENSE 
WASHINGTON. 0. C 20301'UOO 

DEC 28 1990 



David X. Kessler, M.D. 
Comraiaaioner of Pood and Dcuga 
Pood and Drug xdminlstration 
5*600 Fiaheta Lane 
Rockville, Maryland 20857 

Dear Doctor Keasler: 

under the provisions of 21 CPR 50.23(d)(1), as 
published in the Federal Register o£ December 21, 
I request a determination that obtaining informed - 
consent is not feaaible for pentavalent botulinum toxoid 
(ABCDB), BB-IMD 3723, because of military combat 
exigencies in operation Desert Shield. This 
determination would apply to the use of this drug by 
American military personnel at risk of exposure to 
botulinum toxins employed as biological warfare agents 
by enemy forces. 

AS summarized in enclosure 1 and supported by 
documentation in the IND file, available evidence 
supports the safety and effectiveness of Pentavalent 
botulinum toxoid (ABCDB) for this purpose. The fatality 
rate among unvaccinated personnel exposed to Botulinum 
toxins would be very high and many casualties would oe- 
expected. In such a situation, service fflfJnbe^s . 
became casualties would also pose a liability to theic 
unit mission and the overall safety and well being of 
the other members of the unit, pentavalent botulinum 
toxoid (ABCDE) is currently the only prophylactic 
measure available to persons who are exposed to 
botulinum toxins. During operation Desert Shield, 
Informed consent prior to vaccination with pentavalent 
botulinum toxoid (XBCDE) is neither feasible nor prudent 
for the foregoing reasons. The recommedation for use or 
pentavalent botulinum toxoid (ABCDE) without informed 
consent has been concurred in by a duly constituted 
Institutional review board {'enclosure 2). 

Your prompt attention to this request is 
appreciated. A copy of this letter ia "being filed as an 
amendment to BB-INO 3723. Should you need further 
information concerning this request, please contact 
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Lieutenant Colonel Gregory P. Berezuk^ U.S. Arny Medical 
Research and Development Command f XTTK: SGRD-HR# Fort 
Detrick, Frederick, Maryland, 21702-5012, telephone 
(301) 663-2165. 

Sincerely, 



Enrique Mendez, Jr.^ M.D. 

Enclosures 
Copies Furnished: 
Director 

Center for Biologies Evaluation and Research 
Division o£ Biological investigational 

Mevi Drugs (RFB-230) 
Food and Drug Administration 
8800 Rockvllle Pike 
Bethesda, Maryland 20892 

0££ice o£ Health A££aLCS (HFY-1) 
ATTN: Dr. Nightingale 
Room 14-95 

Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20857 
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JUSTIFICATION FOR WAIVER OF INFORMED CONSENT 
FOR AN INVESTIGATIONAL NEW DRUG 
BECAUSE OF MILITARY COMBAT EXIGENCIES 

1. IHB 

Administration of Pentavalent (ABODE) Botulinum Toxoid 
IND # 3723, Protocol Titlft: Administration of Pentavalent 
Botulism Toxoid to At-Risk Individuals During. 

2. htpended use. 

Pentavalent (ABCDE) Botulinum Toxoid is intended as a 
prophylactic treatment in the prevention of botulinum toxin 
poisoning (Botulism) for service members involved in Operation 
Deeert Shield vho are at risk of exposure. A team of specially 
trained personnel will be sent with the vaccine to train medical 
personnel responsible for the vaccination procedures. This 
vaccine will be administered by qualified medical personnel ^ 
specially trained in the administration of Pentavalent (ABCDE) 
botulinum toxoid. It is envisioned that the Pentavalent 
Botulinum toxoid will be administered either in medical 
facilities prior to deployment and/ or within the area ^ of 
operation. The method of administration is described in the 
Informational Brochure (Attachment 1) • 

3. safety of the drug. 

Since 1970, almost 10, coo injections of the toxoid have been 
administered to recipients who were subsequently observed for 
adverse reactions. The rate of moderate and severe local 
reactions was 5.8% for the initial series. The rate of systemic 
reaction was very low (3.0 %) consisting of mild symptoms such as 
fever, tiredness, headache, and muscle pain. These systemic 
reactions were usually concurrent with the local reaction. This 
vaccine has successfully protected laboratory workers for 25 
years with only minor reactogenicity and no fatalities. 

4. EffeetivenasB of the drug. 

Current available evidence has shown that Pentavalent 
(ABCDE) Botulinum Toxoid is immunogenic in humans in sufficient 
quantities after the third dose. Humans have neutralizing 
antibodies to the aerotypes present in the vaccine and these 
levels are considered protective against the BW threat. Although 
no humans have been challenged with Botulism toxin an 
extrapolation of the animal data available suggests that humans 
are protected. In experiments with the toxoid, 30 persons were 
immunized on a 0-2-12 weeK interval. Antitoxin was detectable in 
80% of the volunteers two weeks after the third dose of the 
initial series. This vaccine has successfully protected 
laboratory workers handling the deadly botulinum toxins for the 
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past 25 years, (for additional details see BB-IND-161 and BB-IND 
3723) . 

5. Military eeTnb&t exlaenev 

Pentavalent (ABCDE) Botulinum toxoid will be administered to 
all service members in an area of operation who are considered at 
rislc to imminent exposure to botulinal toxins. Pentavalent 
(ABCDE) Botxainum toxoid will be administered to accomplish the 
military mission and preserve the health of each service member 
and the safety of the unit of military personnel threatened. 
This will be necessary without regard to what might be any 
individual *s personal preference for no vaccination or an 
alternative treatment, should any individual have such a personal 
preference. 

6. Cansidaratton of alternativaa . 

There is no alternative prophylactic protection against the 
effects of Botulinum Toxins (ABCDE) . 

7. Nature of the diaaaaa or eonditton involvad. 

Botulism is a life threatening disease. 

8. Baat intaraata of militagv neraonnel. 

Under the circumstances presented, withholding Pentavalent 
Botulinum Toxoid (ABCDE) from any individual service member 
threatened with Botulism toxin intoxication would be contrary to 
the best interests of that individiial. 

9. Information to be orovided to reeipients of the IWD^ 

Recipients of Pentavalent (ABCDE) Botulinum Toxoid will 
receive information from the medical personnel administering the 
vaccination concerning the drug. This information will include: 
a. the fact that Pentavalent Botulinum toxoid (ABCDE) is an 
investigational new drug (IND) , b. minor to moderate reactions to 
the vaccine are possible and these should be reported to medical 
personnel, c. Pentavalent Botulinum toxoid is the only 
prophylactic treatment (prevention) for Botulism. Additionally, 
personnel receiving the toxoid will remain in the immediate area 
for 30 minutes after receiving each dose to monitor immediate 
adverse effects. A 48 hour post vaccine am examination will be 
requested. Vaccinees will be informed that i:hey are to report 
any adverse local and/or systemic xeactiona that occur within one 
week after administration of the vaccine. (See SB-XND 3723 
Informational Brochure, Attachment 1). 

1Q. Tnatitutional Review Board approval. 

A duly constituted and designated institutional review board 
carefully considered the use of Pentavalent (ABCDE) Botulinum 
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Toxoid without informed consent at its meeting of October 17, 
1990. X copy of tha pertinent portion of the minutes of the 
meeting is enclosed (Enclosure 2) * 

11. Manufaeturln? Information. 

Pentavalent (ABCDE) Botulinium toxoid is manufactured by the 
Michigan Department of Public Health. The supplier is the U.S. 
Army Research and Development Command, Ft. Detriclc, Maryland, 
21702. All manufacturing information concerning the production 
of Pentavalent (ABCDE) Botulinum Toxoid is contained in 
Investigational New Drug Applications BB-IHD-161 and BB-IND 3723 . 
BB-IND-3723 contains authorization from the CDC for the 
Department of the Amy to cross-reference BB-IND 161. A letter 
from the- Center for Disease Control authorizing the Office of the 
Surgeon General to cross reference all aspects of BB-IND-161, 
including manufacturing information is enclosed (Attachment 2) . 
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ZHTORHXTZOMAX* BROCHORZ 
PBNTXVALEXT (ABODE) BOTOLXHDM TOXOID 



TQlOtP AlWtlRJi »H«mTi AP^QQlgP 

U a eoobinatten of litAliwi 
^osphata^adterM toiald darivid 
f rofl f Of aiaU A« (nactf vatadi 
Partially Purif tad typaa A^lgC, 0, 
and S botuUrua toifm. Eaeh vial 
Qontalna 0.022S fornaldaiiyda and 
1:10,000 ttifntrMai aa a 
praaarvattva. TKa currantly 
dUtributtd taiold ta Mdifacturad 
by tha utehlaan Oaparumt of 
Public Kaalth^ 



(IVOI (n accordinea wUh tha 
rcqjircKntt of tha U.S. rood and 
Oruo Adtiniftration ifOA)* It auat 
bo aditnlatarad vndar tht 
tuponriftlon af cfjallflad andleal 
pcraannaU 

2« Tha toxoid fthould bo 
adilntftarad only to htalthy wn 
and wm batwaoA tha agaa of 18 
and 6S yaara, ainca Inmtiootions 
havf baan condtjctad axclualvaly in 
that pophilatfan. 



SXMCe W€Ll baforo nitMraving aacli 
doia. Adiiinlatar O.S ni of vaeetno 
via daap aubcutanaoua ln)actloftr do 
not inject intracutanaouily or into 
si^rfletal atructurtt* Vaeolneoa 
will rcfl^in in ttio araa WKoro tha 
vaceina la od«{lilatorad for no lata 
thaA SO aIiucoo oltof roeoivtni 
each doao to asnltor twdUtt 
advorao offooto« k M hour poof 
vaceina am aiaftlnaiton ia 
dottrablo folloviiio oock 
inmilatian* .Vaeolnoto ahduld bo 
inforMd thai thay arc to raport 
any adforaa local and/or ayot«aic 
rtactian that oecm within ana 
yaak aubooquonf to tho 
adniniatratlon of tho vaaalno« Tha 
ft rat Injection ia rapratantcd by 
weak 0. There ia a 2 weak interval 
between the firat and lecond 
tnjection and a 12 beeii Interval 
between, tho fIrat and third 
tnjection. 

inttial Vaccination Sarieai O.S 
•I. deep fvteutanaoualy at 0- 
2*12 ueaka. 

rtrtt Booateri OJ daap 
fubcutaneouaiy 12 nontha aitar 
the firtt injection of the initial 
seriea* 

Receipt of aach vaccine doae will 
be rtcorOad in tha Individuala 
permanent viceine file« 
Additionailrt • >ubset of tpprox, 
)00 voeiraas rtettving etch vaccina 
:'jtlot aill fc« prospect ivtly 
identW^t^ for monitoring by a 
postcard-basad Qu«aticnaira« 



U Botuitrui toxoid ia not a 
Lictfuad product and ia diatributed 
aa an tnvosti eat tonal New Orvio 



I. Praoninev. The effecto of 
edalniatration of the toxoid durino 
precnancy have not been 
eatabllahad. Oata are not 

available on the aafaty of 
pentavalant botulinua toxoid for 
the davaiopine fatua« There aheuld 
be no rlik to the fatua from tha 
product itxelf bacauaa the toxoid 
containa only inactivated protein* 
However, a theoretical riali from 
aevoro allortio reaction or 
anaphyl«xlo doao cxiot* tho 
Incidence of aevoro ayataalc 
reactlano kaa been extremely lew cc 
e ID In prevloua reclplanta CmU 
and feeialo) of thla vaccina. In 
contraet, the rialt to tho 
devolapino fetua of botullam la 
probably conoldarablo« The toxoid 
ahould be given only to thooo 
pereono daeasd "at riak* to 
expoaura of Botullnua toxin. 
Therefore, in a htgh-riak 
aituation, pragnancy ahould CSI bo 
conaidered a contraindication for 
vaccination with botullnum 
pentavalant toxoid. 



from anieial experiamnto. 

In caper liianta with tho orlelnol 
lot of toxoid (2,S}« 30 pereono 
vtr% intaiixed on o 0*2*12 ueeii 
achadilo* Antitoxin titero worm 
detectable for all 5 typea of toxin 
In about tOl of the voluiteero 2 
weeita after the third doao of tho 
InltUl leriee* Only a omU 
percanteoo had Maurable 1 1 tare by 
one year, Juat baforo tha booatora 
were flvem Eteht weeka after tho 
booaterOf lOOS of tha reclplento 
had amaaurabU tttaro to oU S 
typco. 



etnce initiating the reqiiireamt 
for detarminine antitoxin Icvela In 
recipienta due for booatera, the 
lofiunooeniclty of the toxoid in 
huaano haa been reaffirmed. (Only 
typea A, i and/or t antltoxino ore 
routinely aaaaaaed.) Mtlle tho 
antitoxin titara attained after the 
Srd ahot of the Initial aorleo ore 
I lively to decUna In o matter of a 
fewmonthe* thoae eatabllahed after 
tho fIrat booator are relattvoly 
ataUo and eanarally eartlet above 
tho detectable level for at leaat 2 
yearop A titer of ItU CO»tS-O.SO 
(U antitoxin par «U> for either • 
or t ontltoxin la comlderod 
aatlaffactory for deforrint . c 
boooter for 2 more yaaro. After 
eveluetinc aera from ICS reclplento 
taken in 1986, m? and 1968 who 
vere due for booatar, 61 (i3S) Mro 
able to poatpono thorn. 



4. vo one ahould be adiintaterad a 
aecond or tvteequent booatar 
innwiiation tfiieta laboratory teat 
have shewn antitoxin type I and or 
C to be below a aatiafaccary level. 



tMWWOGEMICITT 
£xperltnca with pentavalant 
botuilrua toxoid haa thovn that: 
(A) It ta off active in protactin) 
intmaii aQilnst Intraptritooeii 
chaiienge with tonins of types ^ 
A. a. CO. And t of cUstftd^vin 
botul jpLin. (I) the seruit antitaxin 
Itvtit in tninaU i& dtttrmlneo by 
moufit protection teste correlate 
with protaetlvt activity , and (C) 
the toxoid introduced into men 
prodjcea leveia of antitoxin 
thought to be protective ai Judged 
by sstrapoiation of data derived 



The ieiwoeenicitiea in hunano of 
tha two new iota of toxoid (lota 
A*2 and l-l) and of the orieinal 
lot (181> vara asaetaed by the U.S. 
Amy Medical Research Institute for 
Infectioua Otseases (USA^tllD) and 
the resulta are svai table for 
conparison the type I 

entitexin levela attained after tha 
Srd injection of the im lots were 
stent ficantiy htehar for the 
ortginel lot. 

In t966 USAMtUD evaiuated 
immuniied individuala for 
neutraltitng antibodies to typo A k 
I botulinv/n toiina. Afttr ;Se 
Primary series ^ad a type A 

titar > O.Ofi lU/ml, and 78X type B 
titer 0.02 ]U/«l. After the 
first '"booster all indivtduela 
teated had a demonstrable titer for 
type A A i a). 



ATTArUUgMT 1 
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Stnct W70, •Imt 10,000 
. tnlcctlorw oi Xh9 tOKotd htvt bceti 
•dmlnittercd to recfpienti yho Mrt 
tubieq^tiy ofascrvcd for ftdvorst 
reaclioni* Tho ritt of Mderalt 
•nd ttvoro (oooi rtictf om mo iM 
for tho Inltlil tor I Of of ihoU ond 
10.71 for boootor thoto (Tobio l)« 
lA oddltfon. thoro voo o Iqm 
(Aoldmo of tyotOAla rcacttono 
(S«0X) for both tho <nlt<oi torloo 
ond tho boootor ihoto. Tho 
oyitofilc roKtloA Mro Qtnoroily 
slid cor^iotfnt of fOVOTv 
tlrtdmo, heodocho, ond moU 
Mill* Syttoaio rtoctlono uort 
of ton ^oneurront with loctl 
rtootiono* Nodorott or ttvor« 
tyotmio reoetlono ond otvoro loeoi 
roictiono oro not ontfcfpotod* 
BeeoMfO of tho docunonted Inorooot 
In roictionot mi loto of toxoid 
wero iwnufocturod fn 1971* but 
distribution of the ortotnoi lot 
ufto continuod wtil 19St« A roctnt 
report on o vory ifnitod ttudr on 
tho rtactootniolty of tho new ioto 
of toxoid fndlcotod thoi thty oro 
probably no loot reaotooonU thin 
tho proviouo lot Notino tho 

hioher Ineidoneo of (oool roicttono 
follouing lubtowont yei^ly 
boQttoro thM foUodlno IMtfol 
oorioi thoto. It woo dooMd 
odtflooblo to ovalutto tho mod for 
boootoro by dotoraintm antitoxin 
tevolo and to boott only uhon 
naeoaoorr# Thio o p prooch rovoalod 
that boootoro oiteoqjont to tho 
firat ono oro not naeooaary »ro 
f ra^uantly than at t yoor Intorvoia 
afri that mnf of thoto boootoro can 
bo OYoidod. Prior to 1974, yoarly 
boootoro voro routlnoly ^i^tm^ 
Koderato local rtaetiono Include 
trythm, fdrM and InAirotion. 
AU tueh retetlono roach a peak In 
24 hour 1 9 than groduoUy tuboido 
ar^ thgyid bo font at it or at tho 
iMt 72 houra. Vhtn a ■odoroto 
local rooctlon oeeurOt reduction of 
tho dote of tech tubtequant 
tnlectlcra to 0.2S mi hat boon 
ihown to tilfvlata the reaction 
without (rrpairlne the antitoxin 
resporse» tartiy« an Indivldaal 
My havo a rtactien characteriiod 
by i deep, pa1nieta» 
noninf Uftnatory subcuttntout 
irduratlon that may peraitt for 3 
to 4 M«tkt, Thttt raraly ffcafure 
Mrt than 2 to 3 tentlnetcrt in 
dierretar ind are abtorbod vithegt 
rtsldgo* 



The tOKOid It tvjppllcd by the U.S. 
ArUf K«dlcal Utaarch ^nd 
Davelopnent Coonand (USAMROC). Ft 
DatrlcK. rraderlclt. M. 21701. 
tr^irtea for toxoid ihoyld bo 
directed to: 

U.t« Arar Kadlcal teaearch 
Inatltute of Infectloiai Olaoeooo 
(UtAMtllO) 

ATTVl SCIO'UIR (lie McKOf ) 
Medical Dtvltlon 
fU Detrick, nd. 21702*S0U 
Tolephonet W1'6a«76SS 
-ce* 

U.t« Arar Medical Hoterlel 
Oevelopmnt Activity 
eloloilcel Syatoflia Project 
Henaeemit Olvlalon 
Product Manaeor 

Pentavalent Botultnjt Toxoid 
CAICDI) 

Dlvitlon of llolooico 
n. Dotrick, 21702 
Tolef^onet S01-66S-7661 



Table I 

local Attctlona to totuiinun 
Pentavaitnc (AtCOO Toxoid (•70-ea) 
HUTter of Ictctiona U) 



Injactlon 

Kuiter 

mjoctlono 

1 
2 
3 



Uone Kodarate Covered 
or 

Ktld 



23S4 
2199 
194? 



90 
1S3 

14a 



s 

4 
S 



subtotal 6S00 39US.6) 
looater Injections 



1 
2 
3 
4 

UnknoMn 

Sv/btotal 
tUbtotal X 

Totol 
Total X 



1079 HI 


U 


m ss 


S 


290 21 


S 


m rr 


\ 


w i 


0 


2749 30t 


2S 


(89.2> (9.8) 


(0.2) 


92(7 692 


37 


(92.7) (&.9) 


(0.4) 



U Andoraon, J.M. and Icwie, 
Q^t., Jr, Clinical tvaluAtlon of 
Botullcua loiofda. In llomdlcal 
Aapocti of lotulltia* ^^^^iV 
Preao, Hen lork, pp. 2SS*146, 1981 

I. Cardalla, h.A. lotullnit 
Toxoids la •etuilaa, proceedinoa 
of a tyivoaiiii. PHf Mo. 999*PPHi 
Piibllc Heelth tervlcop Cincimati. 
pp» 11SM30, 1964. 

3. Flocks ll» Am Cardella» M.Am 
of^ eearlneer« l,f« Stullea on 
Ifiutity to loxtm of {jOtirt^lM 
hotuitrua , 11« Immiogic 
Retponae of Man to Purified 
Pentevoient A,t.C«0*C lotgllrui 
Toxoid* a. tnunol. 967«702t 
1943* 



4, Siettl, 1.$., Hvman Imrm 
lesponae to lotullnoa Pentavaltnt 
(ABCDC) Toiold Octerainid by a 
Mavtralliatlon Taat and br •» 
CnxrT«*c1nkfd lanupioaorbant Utay. 
4. CUn. Micro, i&s 23S1*23S6t 
19tt. 



Key 

MOM a Vo Icactiono 
Nild « irythecM only^ edceii or 
Induration which la neaaurablo but 
30 Bit or leta in any one dlanter • 
Severe • vvy reaction MaaurinQ 
voro than 210 m In eny one 
dianetor or any reectlon 
accttipanicd by marked limitation or 
mtlon of the ars or narked 
axillary node tendemaoo. 

• pcolun M eevERC rcaciiomc as 

DEflNlO IT mtE CtlTEkIA Akf MOT 
IMCAPACtTATtNG. 
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Sftpcember 5, 1990 



Subject: B&-IMD 161 • Pencavalene Boculinum Toxoid 
Director 

Cancer for Biologies Evaluation and Research 

Division of Biological Investigational New Drugs (HrB'230) 

Food and Drug Administration 

8800 RoekviUe Pike 

Becheada, Katylaad 20892 

Dear Sir: 

We authorise the FDA co ccoss- reference our Inveaclgational Sew Drug 
application BB-IND 161 when reviewing submissions for the same product from the 
Department of the Army, Office of the Surgeon Generel (OTSC). 

We also authorize the Department of the Army, OTSC, to cross -reference BB- 
IND 161. 

Sincerely. 



Paul A. Blake. H.D., H.F.H. 

Chief. Enteric Diseases Branch 

Division of Bacterial and Mycotic Diseases 

Center for Infectious Diseases 



cc E. Brandt 

J. Beeher 



ATTACHMENT 2 
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PubileHMims«Mu • 
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OaeuBbar )X« 1990 



• i 



Snrlqua Ntndaa, Jr., H.D. 

Assiatant Stertcary for Deftniai Htalth Affairs 
Oapartmant of De£eaaa 
Haahington, D»C. 20301-1220 • 

Dear Dr. Mandcsi 



z hava reeaivad your raquaac, dacad Daeambar 29, 1990* and 
aubBittad pursuant to 21 CFR SO. 23(d), for a datarminatlon 
chat obtaining informad oonaant ia not faaaibla for the 
Invaatigatienal agaat pantavaiaat botulinum toxoid vaeeina. 



In reviewing the juatlfieation for your requcat* I nava 
conaidarad tha pertinent faotora aat forth in the regulation. ' 
Baaed upon your aaaessnent of the allitary operation, I find 
that there ia no available aatiafiaetory alternative therapy 
for the prevention of botulism, and X eoneur with your 
aaaeaaaent that informed oonaent ia not feaaible and that 
withholding treatment would be contrary to tha beat intareata 
of military paraonnel. 

My datarminationa expire one year from the data of thia 
letter* or when the Depertnent of Oefenae informs the 
Coramieaioner of Food and Drugs that the apecifie military 
operation cteating tha need for the Inveatigational agent haa 
ended, whichever ia earlier. 




oavid A. xeaalbSf m.o. 
6offlmiaaioner of Food w^nd Drugs 
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THE ASSISTANT SECRETARY OF DEFENSE 
WASHINGTON. D. C. 2030t-t200 



David A, K«B8l«c» H.D. 
Coninissionoe o£ Food and Drugs 
Food and Drug Admlnisbcablon 
5600 Piahers Lane 
Roekville, Maryland 20857 

Dear Doctor Kesaler: 

under the provisions of 2X CPR 50*23 (d)(1) 
published in the Federal Register o£ DeoembeE 21, 1990 )# 
1 ceqaest a determination that obtaining informed, 
conaent is not feasible for pyridostigmine bromide 30mg 
tabletSr 11)0 23f509r because of military combat 
exigencies in operation Deaert snieid. This 
determination would apply to the uee of this drug by 
American military personnel at rlsK of attacK with 
chemical weapons involving organophosphorous nerve 
agents. 

Kb summarized in enclosure 1 and supported by 
documentation In the IHO file, available evidence 
supports the safety and effectiveness of pyridostigmine 
pretceatment, in conjunction with other drugs as 
treatments, for this purpose. If threatened with these 
chemical weapons, the Interests of Individual service 
personnel and the overall needs of the military service 
will require that pyridoatlgmine be used by all 
threatened personnel . No satisfactory alternative 
regimen involving inveefcigational or approved drug 
products is available to deal with these life- 
threatening weapons. Under these circumstances, 
withholding pyridostigmine from any threatened 
individual would be contrary bo that individual's best 
interests. The recommendablon for use of pyridostigmine 
without informed consent has been concurred in by a duly 
constituted institutional review board, enclosure 2. 

Your prompt attention to this request ia 
appreciated, h copy of this request la being filed aa 
an amendment to IND 23,509. Should you need further 
information concerning this request, please contact 
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Lieutenant colonel Gregoty P. Berezuk, u«s. Amy Medical 
Rea«aech and Development Command, ATTNt &G2U)-HRf Fort 
Detrick, Prederick, Maryland, 21702-S012, telephone 
(301) €63>2165. 



copies Furnished: 

Division of Meuropharmacological 

Drug products (hfn-120) 
Office of Drug Review I 
Center for Drug evaluation and Research 
Food and Drug Administration 
5600 Fishers Lane 
Rockvllle, Maryland 20857 

Office of Health Affairs (HFY-l) 
ATTNt Dr. Nightingale 
Room 14-95 

Pood and Drug Administration 
5600 Fishery Lane 
Rockville, Maryland 20857 
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Informed Con««nt Walvar Rtvlaw G«oup (ICWRO) 
tMD 33,909 - PyridOAti^Qint Bromidt 30 T«bl«ti ACTtOH 
Co2Baig«iorttc of rood aAd Oru^a 



dojbtt txUtnoUs in Operation Otttst Shitld (?«bi li. iir'^ 

?W.*?!;f nSrJUi'ss shjsm" H^^^^^^ 

fehii protection of etch indlvidutl iHuo implrtSSS to SJhlS * 
military petionntl whoat lAfety dtpendi on tha iJtLrii^S SJ 
th« unit and tht ability of tacn pSreon tS oaJfoJm Sii L L.. 

5;jil2:?t52J!: if ^"^^^f^*!* cSoo^'^Sn'to 5i«iJ/^ 

pytidoatioaina, thay would, thtrefori, not onlv b« 
jeootrdiilng thtir own lift but alio tha iiJSa «SVh«^. 
their uniti. ?inaUy, tha auSjtaa of iuitJfv aSJiI i?- 

inf«rm.4 ooM.nt tot th. „,i ct pJrJdSiU^SlSi'hrOTii" 
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Background 

Under thff provlsiona of 21 CFR SO. 23(d), publlshtd in tha 
FfiOSRAX; REOZStER on Oecttftibftr 21, 1990, th« Commltaionar may 
dtttrnin* that infernad conaane is not faaalbla whan tht 
phyiioliA rtaponflbXa for the m«dic«l cart at tht military 
perionnal And tht invtttigttor namtd in tht XKO providt 
approprlatt juatiftcation and thaCommiaaionef flndg that 
vlthholdin9 trtatment would bt contrary to tht beat inttrtttf 
of nllltary ptrsonntl and thert it no attitfa^cory alttrnativt 
tntrapy {Xmb 2}* 

A nttting ol tht Xnfcrmtd Conatnt Walvtr Rtvltw Group (ICWRO) 
vat cenventd on Jtnuary 4, 1991» pursuant to thai act noy*i 
2£®^?$!i!* rtvltw raqueata from tht Dtpartment. of OtCenat. 
Tht teWRQ eonaisti of rOA caprtatntativtt and tht oirtotor« 
offlot for Prettotlon from Rttttroh Mtkt (0?RR)« eas* 
Rtprtitatttlvtt of tht Dtpartatnt of Otftntt wtra prtitnt at 
FDA't rtquttt to ttrvt at a rttoutot to tht ZCKRa. 

^aSitt}^ waiv er Rtvttwi Pyridottiomlnt Bromida 30 ft<y 

Safety «nd effeotlvtneaa for tht Inttndtd Usti 

Tht'Ctnttr for Druo Evaluation and Raatarch (CO&R) hat 
raviawed tht INO 23|509 submitted by ooo for use of 
pyridoatigmine in treating military peraonnel who are at risk 
of expceurt to organophoaphorut ntrvt agents, in addition, 
two cltitifitd documentt aubmitted by dod were examined. 
Rtlevant porticna of IND .23,509, including tht clinicAl 
protocol, Art at Tab 3. 

Thar; art pertinent laftty^data in both animals and humane, 
pyridcttigmine will bt uatd by tht military at a daily dost of 
90 mg, only 151 of tht typical human daily dose of 600 mc uaed 
in tht treatment of myaathaniA gxavia. Efficacy data are 
baaed wholly on atudiea in animala. Pyridoatigmine 1.2 mg/kg 
(twict tht human doat propoatd in Optraticn Deaart Shield) 
afforded very significant protection (over 20 fold) againat 
aoman-induced mortality in monkeya whan uaed with a standard 
oxime-atropine antidote, axtrapolatlon of this effect to 
humant ia baaed on selection of a dose that achieves a 20* 
inhibition off blood acetylcholinesterase (AChS) in humans, 
which is the degree of inhibition attained in the protected 
raonktyt. The COER review, dated January 2, 1991, is at Tab 4, 
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DOO hat m«d« a dittrmimtionr baatd on «av«ral ytars of 
Siiri faitarch, chat pretr^atntnt witft 

«i«S*.fS»?S^2J/'*lP'*"'*"^«*' wpoutf, will 

?22IJ"5J* eifectiv* pr«tzaatm«nt qC organophoiphorus nvvvt 

af£cativ«n«ti d«ta» that pyridcitlqalna 30 mq t«bleta/ln 

S2^!Jil^iX **SI*?^ pretrMtroent to rtduca nortallty aftar 
JiK?2'?m!S *'f»g?«» involving or^anophoipgorua nirv« 

jganta (Tab 4, doeiuiaat 2). Thart it no ethical naana o£ 
ojfeylnfl out a rtlavant hunan tffletcv Jtudy* la Sha abSanea 

?XJ^S2l42!iJi^f ff«»«Ji*w«»t An i»« *t tha rteemtndtd doit, 

la not unraiionabU, and pyrldoatiamlna haa betn protaotlva to 
at laaat soma axtant In othac epeelaa atudlad. 

Contact of ocug Adainlatratloa 

The raquMt for walvar from DOO rafers to tha uaa of 
pyrldoatlgralna during pottncial hoatlliblaa aasocUtcd with 

SS^JJi^"?,?!'*'^" 55^«^^» Opatatlon Oesart ShlaXd iS tha nama 
ofl tha military effort nountod in rtaponaa to tha Iraal 

i2«S?i?I ?J.if^ili'' }e numarouJ praaa 

Itvhl i;.!ltr'^"" 

Tha inatructlona for ujt cbntalnad In XND 23,509 daacrlba hev 
military paraonnal will aalf admlnlater tha tabitta in 
conjunction with othar approvad products, for the traatmant of 
expoeura to organophoiphorua nerva agents whan the rlak of 
inanlnent attack U high (Tab I, attaShmant sT page 2-16)? The 
drug will be taken under the order of tha oofpe/dlvlilon/wlSo 

twantjioni doaee! continue treatment for tha full 
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Mfiaiurts «y4llJibl« to thoi« it risk ot aerva agent txDoaurA 

fShiSiirJilS*;**.}'*! <»««onta«i«*tioii kit<« and a«eohda?Ily of 
iJiJ^^ tablet avaty tight hou*i, whtn tht threat of expoiurS 

and pcalldoxloe^by Injection immediately upon enpoaire to 
i}5'^?.. 'hit th«ee dcug treataent ii expected to anh.ii«. 
fc2*hiii;ii^;^* S**** •«pwtd SiUtlJJ^wiSnSS Sill SSntlSSe 
to breathe apontaneoualy and not die off reapiratoey arrtit. 

Tht Natuvc o£ Ovganophoipherui Poisooia^ 

hII!I!-J'!2*^' f*5.Sf*»J^^** *• •ntiobollneiteraati coapoundi 

ShS*i!hiSiJLi"5i^}S».S**! ^^l^ «<3etyloholineattraiSlAqhS), 
i5f..i f^**' ooneidered to be the * . " 

Initiatino factor in nerve agent toxicity. The netle asAneM 
conbine with AChB to prevent'ifcs normal linotion SI ' 
termlnatino acetylcholine • • (ACh) totioni St aynaStio, 
particularly neuromuscular* junctlona . ■y"«PV«' 

SJ'^*«!!*2*' ^'•bun (OA), aarin (CB), aoman (00), and 

K?**?!?^!^*?*"' <*«veloped m Oermany from 1938 - 1944 *2re 
Jj^5i2**ii ar9anophOiphorua compounda that ate lloilda 

th» hunaa lithal eone»ntration,pdt unit tin* (tet.>l tat uriii 

!?21!Ii!!I*!'S" •XP<'««'« to chemical weapona involving 
Of ganophoaphocua nerve gaa agenta are Stpendent on many 

iMluding any actlona caken to avoid or reSSe the 
magnitude and Impact of casualty production. Under certain 
circumatancee, incapacitation and death may occur! 

Nature of the Information Distributed to Reolpienta 

The JCWRO haa revlawed tha iniormatlon from DOD that ia to be 
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eff«etivenes« of pyridottl9aln« ptttrntSant! 



Ba^iratioo Dftt« 



period of ont ytar or until DOO notiful pda thife fL"' * 
rCWRQ Rftconupindafciftt^ 

«ht icyma taeeoatnda thit you aoprovft bha tjon ••.^t«.«. 
«p.oitlo .«.ty eono.cn, th.%rSpoiii illlHiJ dSiJ? 



CoaalMiontr of rood ind Oru«» ' ' "^ 

r«Bov« «ay iipUMfiM'ShM opPortuBity to 




Comiftion«r «f rood «nd Orugi 

• • . : t ■•.''•■•■.:-•■••.•/ rl.f .. .r:,mu. -n^^^ 



for Health AfCiirg 



Coordination, 




CoiBniiilon«r at Pood and Dcugt 



Tab I 
Tab a 
Tab 3 



Sliifh ll^^^^^ AMUtant saeritavy oCDoCtntt, 
2liii2 ^''^ attaohm«nti, r«<zu«itlna « 

valvar of inforntd oonaant, datad OaSambac 28* 1999^ 

infornid canaant for BumaA Oruoi and 

Not raaaibla« dtbad Oaoaabtc 2I« 1990. 

^' SS-JJSlZ}'' J^vaatlgttlonaX Mav Drug Suauaary. 
Pytldoatigmina Brenida, undatad. 

^* IflSx!"'"* >rotoooX Aaand»aR«, datad January 3, 



Tib 4 - 



Tab 9 ' 



f2?»i5iJi!^S*TSJ«**W tht Aray-a Raquaai- 
S2Ji5!i!?!.?* I5{0f««4 Conaant for Sa oS 
Pyr4doitl«m4na 39 ag undar XKO 93,80?" • 

jJSSi?;**9? f5JJ,'»*"««'«' to icima, datad. 
1. Fiald Manuai "Ttaataanta- o£ Chaoieai Aa«nt! 

a. O9AHR1C0 Teohntetl M«mei«ndttii 90-4 

gXiil|S|i||laj.^«Uh oov.r ».»or.nd»« d.t.d 



ijjjL? *fffF A^j^inay gn«nicax Wargara ftaanfcat 
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"SECREaBlUXy -OF DEFEKSE (nCfiP) • 
:<5^CRBTMHf OP .DEFENSE. . . 

.SEOTMyyPPi«THE..M{Wf )(llTOr.N . 
^-.SSEgBpRy OF THE HAVY (HfiRA) * ' / 



ASSiaifiUIT ;SECKETa«Y OF THE AIR FORCE (HR2kZ£B) 

?Siij?Si^A^f|i5Sfe Received in Operation Desert 

• . *• (S^^f^r^i In. the Kedical Unwanizatiott Record 



.Duoring -the 
Xr&ed. F6ibe«^ receive 



securxry, tne eoploj |Mnt «f these vaccines - ■ - 



Iirnnnnixed vere cons' 
vtao*. vere* sq - isamuniz 
.de'cusentSf ro8t,erB, 



"Mthsax", "A vacci 
slailar ^v' ■ For the 
rebord'ed' ;the info] 
vaccination", ^B->Va( 



Goif operation, ■ selected units of 'the 
prppbjrljjpji^ie vaccinations of anthrax 



.««w*M«N> and .the selected units 

iered .gassif led information. Individuals 
' 5?r infomation recorded, on various • 
ledical iaqunization record CSF 60l), or 



onnaa. nay have recorded the infomation as 
it^on"r."A-yacc'», "A-Vaac" or something ' 
Mllnua toxoid, ..aadicaIy.personnel..»aay«have.- ■ 
;ion-as- "Botulinaa'*, "Bot-Tox", "b 
i^"; "B-vax", or something similar. 

. ^ ?or continuilqr e«| medical records and' to ensure the accuraev 
of medical care, alSfactive duty and reserve uniS so af f SSS^ 
.mist assure that doafmentation.Sf vaccination is^SSrSd iStS the 
Kedical iamuni^atio3fRecord SPj qoi in. the accepted mSicalfSrS? 
S! Ji?JS;!f7*S?J"^1 Toxoid." This acSoTshSSd 

JliSiJi?**^ ISl^I gS?°^« ««d "^i^ fio affected are still • 
?SS;fi?i?A« segicos should ensure that unit rosters or unit 
iamunization logs a* retained fo^ purposes of epidemiological 

:iori of these Immonizations into the 
record is considered unclassified 
the, original records and documents used in 
personnel immunized during operations 
iert Storm are still considiared classified 
d be treated appropriately^. 



tracking-. * Documen 
individual's medica 
inforsiation; hoveve: 
identifying units a 
Desert Shield and D 
Information and sho 



I request that 
Departments report 
lAiemorandum ,the stat 
above requirement, ^ 



e Assistant Secretaries of the Military 
me within six months of issuance of this 
of actions taken, or upon completion of the 
^jichaVcr may occur earliest. Please identify 
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